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The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 . 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 7,8 and 16 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Spelsberg patent 4,307,846 in view of Emanuel et a! patent 2,928614, Murphy et al 
patent 5,374,522, Hoon et al patent 6,057,105 and Basset et al patent 5,484,726 
(Emanuel and Basset being newly cited). 
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Spelsberg discloses a method for disrupting cells or tissue comprising placing 
samples comprising eukaryotic cells/tissue of various types in a container (12), adding a 
solution to the cells/tissue (column 4, line 49), placing a disruption element 38 having an 
outer dimension that is only slightly smaller than the inside dimension of the container 
into the container (column 4, lines 20-27), employing the disruption element over a very 
short time period (column 6, lines 27-37), removing cellular debris and unwanted 
materials from the sample, then extracting desired substance such as nuclei from the 
sample-containing solution, wherein there is contact between the disruption element 
and inner surface of container consisting essentially of a rotating-type rolling contact as 
the disruption element rotates around the container (column 5, lines 10-15). 

The claims firstly differ in requiring that the solution comprise a nucleic acid- 
stabilizing solution. However, Basset et al teach such solution at column 28, lines 50-67 
for extracting of nucleic acids from cell tissue, as does Hoon at column 32, lines 32-56. 
It would have been obvious to one of ordinary skill in the arts to have utilized a nucleic- 
acid type stabilizing solution in the Spelsberg process, as taught by Hoon and Basset, in 
order to preserve nucleic acid material, such as RNA, and to prevent decay, or changes 
in the nuclei, until metabolic testing can be completed. 

The method claims also differ in requiring the disruption element for 45 seconds 
or less, although Spelsberg discloses that disruption and cell separation can occur 
rapidly or speedily, and at many times the rate of "prior art disruption processes (column 
6, lines 30-37). Emanuel represent the "prior art" referred to by Spelsberg (tissue 
homogenizer) and teaches a similar type of method of disrupting cells to isolate nuclei. 
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involving a piston of diameter slightly smaller than a container, which is effective for 
disrupting cell tissue in a matter of 2-3 minutes (column 4, lines 30-34). Thus, it would 
have been obvious to one of ordinary skill in the art to have operated the Spelsberg 
disruption or during a time period of 45 seconds or less, so as to enable rapid or speedy 
processing of cell tissue and the processing of a greater total volume/quantity of cell 
tissue over time, and also enable concentration/extraction of nuclei while still 
metabolically active to enable accuate analysis of the nuclei. 

The claims finally and thirdly, differ in requiring a step of decanting supernatant 
from the container prior to, or while extracting RNA from the decanted supernatant. 
Murphy discloses lysing or disrupting issues or cells that are in a container with 
disruption elements, (Abstract, column 14, lines 42-65, etc), followed by removing DNA 
or RNA from other cellular debris by decantation and other separation steps, to extract 
the RNA from the sample (column 10, lines 52-65). It would have been obvious to one 
of ordinary skill in the art to have augmented the Spelsberg method by utilizing the 
decantation of Murphy, so as to effectively remove particulate debris from the cellular 
material being disrupted. It would also have been obvious to have extracted specifically 
RNA, as a nucleic acid material of interest, in view of Murphy, Hoon and Basset, since 
RNA is readily adaptable for histologic evaluation, in situ hybrid id ization experiments 
and for other analytical procedures to determine the presence and extent of growth of 
cancerous or other diseased cell tissues. 
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Regarding claims 8 and 16. both Hoon and Basset teach the sample being 
obtained from the patient during the course of a surgical procedure and cell tissue 
containing RNA being extracted from lymph node tissue (Hoon at column 32, lines 32- 
46 and Basset at column 28, lines 51-67). It would have been further obvious to one of 
ordinary skill in the art to have sampled tissue obtained during patient surgery, as 
suggested by Hoon and Basset, to facilitate timely diagnosis and treatment of diseases 
such as cancer. 

Applicant's arguments with respect to claims 7,8 and 16 have been considered 
' but are moot in view of the new ground(s) of rejection. However, some of the argument 
is addressed to the extent it remains pertinent to the new ground of rejection. It is 
generally argued that the combination of references is improper due to varying 
techniques and equipment employed in them for disrupting cell tissue. However, all of 
the applied prior art commonly homogenizes and disrupts cell tissue for analysis of 
nucleic acid cell material and has common goals of conducting the sample disruption 
and analysis preparation in a rapid and accurate manner and achieving extraction of 
RNA or other nucleic acid sample extracts enabling rapid and accurate analysis of 
disease conditions. 
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Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Joseph Drodge at telephone number 
571-272-1 140. The examiner can normally be reached on Monday-Friday from 
8:30 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Wanda Walker, can reached at 571-272-1 151 . The fax 
phone number for the examining group where this application is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either private PAIR or Public 
PAIR, and through Private PAIR only for unpublished applications. For more 
information about the PAIR system, see http://pair-direct.uspto.qov . Should you 
have any questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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